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2004:648343 CAPLUS 
141:151038 

Therapy for primary and metastatic cancers 
Hu, Fang; Wu, Bo 

Shanghai Sunway Biotech Co., Ltd., Peop. Rep. 

PCT Int. Appl., 12 9 pp. 

CODEN: PIXXD2 
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KIND DATE 
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APPLICATION NO. 
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DATE 
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A2 20040812 
A3 20050407 

W: AE, AE, AG, AL, AL, AM, AM, AM, AT, AT, AU, AZ, AZ, BA, BB, BG, 
BG, BR, BR, BW, BY, BY, BZ, BZ, CA, CH, CN, CN, CO, CO, CR, CR, 
CU, CU, CZ, CZ, DE, DE, DK, DK, DM, DZ, EC, EC, EE, EE, EG, ES, 
ES, FI, FI, GB, GD, GE, GE, GH, GM, HR, HR, HU, HU, ID, IL, IN, 
IS, JP, JP, KE, KE, KG, KG, KP, KP, KP, KR, KR, KZ, KZ, KZ, LC, 
LK, LR, LS, LS, LT, LU, LV, MA, MD, MD, MG, MK, MN, MW, MX, MX, 
MZ, MZ, NA, NI 

Al 20041014 US 2004-766307 20040128 

US 2003-443095P P 20030128 

The present invention relates to compns . and methods for ablating tumor 
cells in a subject having at least one tumor site. More specifically, the 
method comprises contacting the tumor cells in at least one tumor with a 
lytic agent in vivo, under lytic conditions, forming a treated tumor; and 
applying a sufficient in vivo stimulus to the treated tumor forming a 
stimulated tumor. Compns. and methods are included for shrinking a local 
tumor or a distal metastatic tumor, or both in a subject. In a preferred 



US 2004202663 
PRIORITY APPLN. INFO 
AB 



embodiment, the method for shrinking a tumor in a subject comprises: 
contacting a stimulated tumor cells in vivo with a lytic agent. The 
stimulus directed toward the tumor cells is capable of increasing the 
level of chaperone proteins in the tumor cells. The combination of lytic 
agents and tumor cell stimulus leads to shrinkage of the tumors that were 
treated directly, wherein the stimulus is either applied simultaneously or 
sequentially. Moreover, distal or metastatic tumors that were not -treated 
directly are also decreased by introducing a lytic agents into a 
stimulated tumor cells in a first-tumor ('the treated tumor 1 or 'the local 
tumor 1 ). The preferred method steps that include introduction of a lytic 
agent and stimulation of the tumor cells is repeated in order to maximize 
the tumor shrinkage effects. The invention describes that the lytic agent 
comprises either an oncolytic virus e.g. an adenovirus, a herpes 
simplex virus, a reovirus, a Newcastle disease virus, a polio 
virus, a measles virus, or a vesicular stomatitis virus, or an 
oncolytic bacterium: Salmonella, Bifidobacterium, Shigella, 
Listeria, Yersinia, or Clostridium, or an any type of oncolytic 
agent. Addnl . / the lytic agent may comprise a therapeutic genes: an 
apoptotic gene, a tumor necrosis factor gene, cytolytic gene, neg. 
I-Kp, caspase, y globulin, al-antitrypsin, or Ela 

of adenovirus. The step of stimulating the first-tumor was contemplated 
include: local hypothermia, systemic hyperthermia, a high-frequency 
electromagnetic pulses, radiof requency diathermy, ultrasound diathermy, an 
anoxia, a radiation, an ale, a glutamine, an infection, or any 
type of stimulus. 
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PRIORITY APPLN. INFO.: US 2002-378948P P 20020510 

US 2003-443189P P 20030129 

WO 2003-CA695 W 20030508 

AB The present invention relates to methods of sensitizing neoplastic cells 
to irradiation by using oncolytic viruses, particularly 
reoviruses- Also provided are methods of treating or ameliorating 
a tumor with a combination of oncolytic viruses and 
radiotherapy. An example is provided of an effective treatment of 



nasopharyngeal cancer with radiotherapy and injection of Dearing strain 
reovirus at the lesion site. 
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The invention provides a method for reducing pain associated with neoplasms 

in a mammal, comprising administering an effective amount of one or more 

oncolytic viruses.- Preferably, the mammal also receives an 

analgesic, and the amount of analgesic required by the mammal is reduced 

when the oncolytic virus is administered. The oncolytic 

virus is preferably reovirus. The mammal may be addnl . subject 

to chemotherapy, immunotherapy, hormonal and/or radiation 

therapy. For example, a patient suffering from malignant melanoma and 

being permanently on narcotics received three intratumoral injections of 

109 pfu of the Dearing strain of reovirus serotype 3. One week 

following injection, the patient reported diminished pain at the treatment 

site and was taken off narcotics. There was no pain at the treatment site 

during a 8-10 wk period after injection and no significant side effects. 
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antiviral immune response, will have to be clarified. The more commonly 
used oncolytic viruses are based on mutant strains of herpes 
simplex virus, adenovirus and reovirus . The tumor selectivity 
of each of these strains is discussed, particularly the complementation of 
the viral defect by cellular pathways involved in tumorigenesis . The 
combination of oncolytic viruses with radiation, 

chemotherapy and gene therapy is also reviewed. Further study of the 
interaction of viral proteins with cellular pathways involved in cell 
cycle control will provide the rationale for viral mutants with increased 
selectivity for tumor cells. 
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AB In spite of significant advances in the understanding of molecular 

processes in tumor biology that have led to the development of oncologic 
therapeutic strategies, the prognosis for several types of tumors (such as 
brain, pancreas, or hepatic malignancies) remains dismal. Without 
question, a strong need exists for continued investigations in new agents 
and new therapeutic regimens. The realization that several genes used by 
viruses in their lytic life cycle interact and/or complement the function 
of genes employed by cells in cellular events linked to cell cycle 
progression, apoptosis, and/or metabolism immediately suggests the 
development of treatment strategies wherein viral mutants could be 
employed as selective anticancer agents. Such viruses (designated as 
oncolytic viruses) can selectively grow in tumor cells, produce 
viral progeny in those cells, lyse them and release this progeny that can 
then infect additional cells in the tumor mass. A theoretical advantage 
of oncolytic viruses (OV) is that their numbers should augment 
within the tumor mass, a property that is lacking with drugs or ' 
radiation treatments. Additionally, Ovs ' mode of tumor killing 
differs from standard anticancer agents, providing the possibility for 
synergistic interactions in multimodal tumor therapies. In this review, 
we will describe the development of OVs and briefly review the life cycle 
of their wild-type (wt) counterparts. We will also summarize published 
results from OV clinical trials and attempt to provide a perspective on 
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AB The present invention relates to methods of sensitizing neoplastic cells 
to irradn. by using oncolytic viruses, particularly 
reoviruses. Also provided are methods of treating or ameliorating 
a tumor with a combination of oncolytic viruses and 
radiotherapy. An example is provided of an effective treatment of 
nasopharyngeal cancer with radiotherapy and injection of Dearing strain 
reovirus at the lesion site. 
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